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AMENDMENT 



It is respectfully requested that the application be amended without prejudice, witliout 
admission, without suirender of subject matter, and without any intention of creating any 
estoppel as to equivalents, as follows. 

IN THE CLAIMS : 

Kindly amend the claims, without prejudice, without admission, without suirender of 
subject matter, and without any intention of creating any estoppel as to equivalents, as follows: 

1 . (Currently amended) A topical phamiaceutical composition comprising at l e ast 
one N - methyl - D - asportotQ O J MDA) r e c e ptor antagonist kctamine and at least ono analgesic that 
■ fimctions through an opiat e r e ceptor mnrp hinft and a pharmaceutically acceptable topical 
excipient which provides delivery of the ketamine and morphine to peripheral opiate receptors 
and not to central opiate receptors , 

2. (Canceled) 

3. (Canceled) 

4. (Withdrawn) 

5. (Canceled) 
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6. (Canceled) 

7. (Original) The topical phaxmaceutical composition accoiding to claim 1 further 
comprising a local anesthetic. 

8. (Original) The topical pharmaceutical composition according to claim 7, wherein 
the local anesthetic is selected from the group consisting of lidocaine, bupivacaine, mepivacaine, 
ropivacaine, tetracaine and benzocaine. 

9. (Currently Amended) A method of providing peripheral analgesia and not central 
or systemic analgesia to a manunal comprising topical adminiotratio H-o ftoDicallv administering 
a tolerance-attenaating or pr e v e nting dose of at l e ast on e NMDA roooptor antagonigt ketamine 
prior to, concurrently with, or following topical odminiatration of at least ono analg e sic topically 
admistering moiphine that functions through an opiate receptor. 

10- (Canceled) 



11. (Canceled) 



12, (Canceled) 



13. (Withdrawn) 
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14. (Currently Amended) The method according to claim 9, wherem the NMD A 
rccoptor antagonist Vfttaminci is administered in a dose of about 0.1 % to about 5%, by weight, of 
total weight of ketamine and morphine . 

1 5 . (Currently Amended) A method of providmg tolerance attenuating analgesia to a 
mammal with preexisting tolerance to an analgesic comprising topical administration of topically 
administerigg an effective tolerance- rev e rsing attenuating, peripherally and not centrally or 
svstemically. analgesic dose of at loaot ono NMDA tocoptOF - aataecMaifit ketamine concurrently or 
following topical or syst e mic administration of at l e ast on e analg e sic topically administering 
morphine that functions through an opiate receptor. 

16. (Currently Amended) A pharmaceutical tolerance inhibiting attenuating analgesic 
kit comprising: 

(a) a topical or systemic pharmaceutical composition comprising at - l e aat on e 
analgesic Tnnrpfnne that functions through an opiate receptor^ and 

(b) a topical pharmaceutical composition comprising at l e ast one a 
tolerance-infeibifeg attenuating. NMDA r e c e ptor antagonist peripherally but not centrally or 
systemically analgesic dose, of ketamine . 

17. (Withdrawn) 

18. (Canceled) 
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REMARKS 

Reconsideration and withdrawal of the objections to and the rejections of this application 
are respectfully requested. 

L STATUS OF CLAIMS AND FORMAL MATTERS 

Claims 1-18 are pending in this application. Claims 1, 9 and 14-16 have been amended; 

Claims 2-3, 5, 6, 10-12 and 18 have been cancelled; Claims 4, 13 and 17 have been withdrawn. 

No new matter is added. 

It is submitted that the claims, herewith and as originally presented, are patentably 

distinct over the prior art cited by the Examiner, and that these claims were in full compliance 

with the requirements of 35 U.S.C. § 1 12, The amendments of and additions to the claims, as 

presented herein, are not made for purposes of patentability within the meaning of 35 U.S.C. 

§§§§ 101, 102, 103 or 112. Rather, these amendments and additions are made simply for 

clarification and to round out the scope of protection to which Applicants are entitled. 

Furthennore, it is explicitly stated that the herewith amendments should not give rise to any 

estoppel, as the herewith amendments are not narrowing amendments. 

SL REJECTIONS UNDER 35 XJ.S.C. S 112, 1^ PARAGRAPH ARE OVKRCOMF 

Claims 9-12 and 14 were rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for a tolerance attenuating dose of an NMD A receptor 
antagonist, does not reasonably provide enablement for a preventing dose of an NMD A receptor 
antagonist. The rejection is respectfully traversed. 

According to the Court of Appeals for the Federal Circuit in the case of In re Wands, 8 
U.S.P.Q, 2d 1400 (Fed. Cir. 1988), determining whether undue experimentation is required to 
practice a claimed invention turns on weighing many factors, for example, (1) the quantity of 
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experimentation necessary; (2) Ibe amount of direction or guidance presented; (3) the presence or 
absence of working examples of the invention; (4) the nature of the invention; (5) the state of the 
prior art; (6) the relative skill of those in the art; (7) the predictability or unpredictability of the 
art; and (8) the breadth of the claims. Undue experimentation is not required in this case. 

As currently amended. Claim 9 does not recite a limitation to a tolerance preventing dose 
of an NMD A receptor antagonist. As pointed out by the Examiner, Claim 9 is enabled for a 
tolerance attenuating dose of an NMDA receptor antagonist, and as amended Claim 9 only 
recited this tolerance limitation. Claims 10-12 are canceled, without prejudice, without 
admission, without surrender of subject matter, and without any intention of creating estoppel as 
to equivalents. To the extent that Claim 14, dependent on Claim 9, has been rejected as reciting 
a tolerance preventing dose of an NMDA receptor antagonist, this rejection is overcome by the 
amendment to Claim 9. 

In view of the amendments and arguments, reconsideration and withdrawal of the Section 
112, first paragraph, rejections are respectfully requested. 

IS= REJECTIONS UNDER 35 U.S.C- S 112. 2^ PARAGRAPH ARE OVERCOlvrK 

Claims 1-3, 5-8, 1 M2 and 14 were rejected under 35 U.S.C. 1 12, second paragraph, as 
being indefinite for faiUng to particularly point out and distinctly claim the subject matter which 
the applicant regards as the invention. The rejection is respectfully traversed. 

(i) The Examiner's rejection of Claims 1 and 11 as being vague and indefinite for 
including the term "derivative" has been overcome. The Examiner should take note that neither 
the original or cuuently amended Claim 1 includes the term "derivative," and therefore Claim I 
overcomes this rejection. Claim 1 1 has been canceled, without prejudice, without admission. 
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without suirender of subject matter, aud without any intention of creating estoppel as to 
equivalents, 

(ii) Claims 6 and 10 have been canceled, without prejudice, without admission, without 
surrender of subject matter, and without any intention of creating estoppel as to equivalents. 

(iii) The Examiner has rejected Claim 14 as bemg vague and indefinite, as it is not clear 
what percent weight of an NMDA receptor antagonist is being claimed. A$ currently amended, 
Claim 14 provides for the administration of ketamine in a dose of about 0.1 % to about 5%, by 
weight, of total weight of ketamine and morphine. The amendment to Claim 14 makes clear 
what percent weight of ketamine is being claimed. 

In view of the amendments and arguments, reconsideration and withdrawal of the Section 
1 12, second paragraph rejections are respectfully requested. 
IV, REJECTIONS UNDER 35 U.S.C, S I02fb1 ARE OVERCOME 

Claims 1-3, 6, 9-12 and 15 were rejected under 35 U.S.C. 102(b) as being anticipated by 
Gervitz et al (5,635,204). Tliis rejection is respectfully traversed. 

Gervitz et al involves a method of inducing surgical anesthesia in a mamal by 
transdennally administering via a transdermal patch an amount of an amnesia producing drug 
(ketamine), and after an amnesic state is produced, transdermally administering amounts of 
clonidine and fentanyl which are sufficient to produce surgical anesthesia. The method of 
inducing surgical anesthesia taught by Gervitz et al necessarily results in the amnesia inducing 
use of ketamine, whereby ketamine attains **plasma level concentrations of 100-150 ng/ml", and 
the method of Gervitz et al necessarily involves systemic or central administration. (5,635,204, 
Co). 2, Ln. 66-67), 
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Claims 1, 9 and 15 provide a topical pharmaceutical compositioTi coTnprisiiig ketamiBe 
and morpliubne, and methods for periT)heral analgesia using the topical pharmaceutical 
composition. Simply, in contrast to the instant invention, Gervitz et ah provides *transdennal 
administration" that is "a general anesthetic" which results in '^profound sedation." In the 
present claim recitations: Claim 1 recites that delivery is '"not to central opiate receptors," Claim 
9 recites that the method is "not central systemic analgesia ... and not centrally or systemically, 
analgesic dose," and Claim 16 recites "a tolerance attenuating, peripherally but not centrally or 
systemically analgesic dose." Gervitz et aL is clearly contrary to, and teaches away firom, and 
fells to teach or suggest, the recitations of the instant claims. 

The method of Gervitz ei aL is not a single prior art reference that discloses each and 
every element of the presently clauned invention. The method of the present invention provides 
for peripheral analgesia, not systemic or central, and is therefore not previously taught or 
suggested by Gervitz et aL Accordingly, Gervitz et aL fails to teach the instant invention and 
reconsideration and withdrawal of the Section 102(b) rejections are respectfiilly requested, 
V. REJECTIONS UNDER 35 U.S.C. S 103 ARE OVERCOME 

Initially, £is to all of the Section 103 rejections, reference is made to the forgoing 
distinctions between Gervitz et aL and the instant invention. Claims 5 and 14 were rejected 
under 35 U.S.C. 103(a) as being unpatentable over Gervitz et aL as appHed to claims 1-3, 6, 9-12 
and 15 under 35 U.S.C. 102(b) above, and further in view of Nelson et aL (5,840,73 1) and 
Needham et aL (6,261,582). The rejection is respectfiilly traversed. 

The Examiner is respectfully reminded of the case law, namely, that there must be some 
prior art teaching which would have provided the necessary incentive or motivation for 
modifying the reference teachings. In re Laskowski, 12 U.S.P.Q. 2d 1397, 1399 (Fed. Cir. 1989); 
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In re Obukowitz, 27 U.S,P.Q. 2d 1063 (BOPAI 1993). Further, as stated by the Court in In re 
Fritch, 23 US.P.Q. 2d 1780, 1 783-1784 (Fed. Cir. 1992): *The mere fact that the prior art may 
be modified in the manner suggested by the Examiner does not make the modification obvious 
unless the prior art suggests the desirability of the modification." Also, the Examiner is 
respectfully reminded that for the §103 rejection to be proper, both the suggestion of the claimed 
invention and the expectation of success must be founded in the prior art, and not Applicants' 
disclosure. In re Dow, 5 U.S.P.Q.2d 1 529, 1 53 1 (Fed.Cir. 1988). 

Gervitz et al in view of Nelson et al and Needham et aL, does not teach or suggest the 
present inventive concept- Claim 14 provides for peripheral analgesia that is not suggested by 
Gervitz et al in view of Nelson et aL and Needham et aL 

Further, the Office Action has failed to make a prima facie case for obviousness because 
one of ordinary skill in the art at the time of invention would not have combined Gervitz et al. 
Nelson et aL and Needham et aL to obtain a method for providing peripheral analgesia, 
especially as Gervitz et al teaches away firom peripheral analgesia as recited in the instant claims 
(note the pregoing discussion as to the Section 102(b) rejection). There is no indication in the 
cited docimients that would lead one to appreciate peripheral analgesia, e.g. with tolerance 
attenuation as in the instant claims. 

Claims 7-8 were rejected under 35 U.S.C. 103(a) as being unpatentable over Gervitz et 
aL as applied to claims 1-3, 6, 9-12 and 15 under 35 U.S.C. 102(b) above, and finther in view of 
Kaneko et al. (Anethesiology '94). The rejection is respectfidly traversed, 

Gervitz et al in view of Kaneko et al does not teach or suggest the present inventive 
concept. Claims 7-8 are directed to a pharmaceutical composition providing for peripheral 
analgesia, fijrfher comprising a local anesthetic. Gervitz et al in view of Kaneko et aL does not 
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teach or suggest compositions providing peripheral analgesia and flirther comprising a local 
anesthetic. 

Further, the Office Action has failed to make a prima facie case for obvio\isness because 
one of ordinary skill in tlie art at the time of invention would not have combined Gervitz et al 
and Kaneko et al to obtain compositions providiTig peripheral analgesia and further comprising a 
local anesthetic. Moreover, there is no suggestion to combine the Gervitz et aL and KaneJco et 
al documents to obtain the compositions of Claims 7 and 8. Kaneko et al merely involves the 
coadministration of morphine and lidocaine producing analgesia, but the document does not 
offer any teachings or suggestions as to a pharmaceutical composition containing ketamine that 
provides analgesia. And as discussed above, this is also a deficiency of Gervitz et al. 

Claim 16 was rejected under 35 U.S.C. 103(a) as being unpatentable over Gervits et al in 
view of Smith et al (6,194,000). The rejection is respectfully traversed, 

Gervitz et al in view of Smith et ah does not teach or suggest the present inventive 
concept. Claim 16 is directed to a pharmaceutical tolerance attenuating analgesic kit comprising: 
a topipal or systemic pharmaceutical composition comprising morphine that functions through an 
opiate receptor, and a topical pharmaceutical composition comprising a tolerance-attenuating, 
peripherally but not centrally or systemically analgesic dose, of ketamine. While the Smith et al 
involves analgesic compositions comprising an NMDA receptor antagonist, including kits in a 
plurality of dosage fonns, there is no teaching or suggestion as to peripheral analgesia, with 
tolerance attenuation; and Gervitz et al, as discussed above, is contrary to the present claim 
recitations. 

The Office Action has failed to make out a prima facie case of obviousness as to Claim 
16 over Gervitz et al in view of Smith et al, in that the combined teachings of the documents 
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does not teach or suggest a topical pharmaceutical composition comprising a 
tolerance-attenuating, peripherally but not centrally or systemically analgesic dose, of ketamine. 
Gervitz e^ al, does not involve the compositions and methods of the present invention in that the 
present invention provides for peripheral analgesia, Gervitz aL does not involve the tolerance 
attenuating aspect of the present invention. The same two points apply equally to Smith et aL 
And while Smith et al. may involve analgesic compositions comprising an NMDA receptor 
antagonist, including kits in a plurality of dosage forms, there is no teaching or suggestion as to 
peripheral analgesia, with tolerance attenuation. Further, there is no teaching or suggestion in 
the Smith et al or Gervitz et. ah to combine their teachings in any way to arrive at the present 
invention. 

Reconsideration and withdrawal of the Section 103(a) rejections are respectfully 
requested, 

REQUEST FOR INTERVIEW 

If any issue remains as an impediment to allowancej an interview, with supervisory 
review, e.g., with the Examiner, the Primary Examiner, and the Examiner's SPB and/or a 
Practice Specialist, is respectfully requested prior to issuance of any paper other than a Notice of 
Allowance. The Examiner is additionally respectfiilly requested to telephonically contact the 
undersigned to arrange a mutually convenient time and manner for the interview. The Examiner 
is also invited to telephonically contact the undersigned if there are any minor, formal issues that 
need resolving prior to issuance of a Notice of Allowance, with a view towards resolving sach 
minor, formal issues via telephonic interview. 
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CONCLUSION 

In view of the amendments and remarks herewith, the application is in condition for 
allowance. Favorable reconsideration of the ^plication, reconsideration, and withdrawal of the 
objections and rejections, and prompt issuance of a Notice of Allowance are respectfully 
requested. 



Respectfully submitted, 
FROMMER LA\ 

By: 




Thomas J, Kowalski 
Reg. No. 32,147 
Amy Leahy 
Reg. No. 47,739 
(212) 588-0800 
(212) 588-0500 (facsimile) 
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DECLARATION OF GAVRIL PASTERNAK AND 
YURI KQLESNIKOV UNDER 37 C.F-R S1J31 



Connnissioner for Patents 
Washington. D.C. 2023 1 



Dear Sir: 

We, Gavril Pasternak and Yuri Kolesnikov, hereby declare and state as follows: 

1- We are each a citizen of the United States of America and a named inventor in the 

above-identified application C*the present application" on **the '645 application"), 

2, We were each an employee of Memorial Sloan-Kettering Cancer Center NY, NY 

at the time of the conception and reduction to practice of the subject matter of said application. 
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3. During our employment at Memorial Sloan Kettering Cancer Center, we 
conceived of the subject matter of U.S. Application Serial No. 09/806,645 Cthe '645 
application"), in the United States, prior to the January 22, 1 997, the effective filing date of U.S. 
Patent No. 6,008,258, which issued to Inturrisi on December 28, 1999, &om U.S. application 
Sena) No. 09/010,239, filed January 21, 1998, with a claim of priority to U.S. provisional 
application Serial No. 60/035,308, filed January 22, 1997. The '645 application claims priority 
to U.S. Provisional Appb'cation Serial No. 60/092,982 C*the '982 appiication'O, filed on July 16, 
1998, as well as to PCT Application No. PCT/US99/16049, filed July 15, 1999. 

4. The conception of the subject matter of the '645 application is evidenced, at least 
in part, by the '982 application, which contains experiments designed and data generated over 
the course of several months prior to the fihng of the application. The conception of the subject 
matter of the '645 application is also evidenced, at least in part, by protocol designs, reduced to 
writing m a laboratoiy notebook, a true copy of which, in redacted form, is attached hereto. The 
entries iii the laboratory notebook (attached) and the work reported therein were performed in the 
U.S. prior to January 22, 1 997. Specifically, the entry states .'*to test whether ketamine 
potentiates or blocks and reverses morpliine analgesia in tolerance studies." 

5. From the time of conception of the invention, we diligently worked upon the 
invention, including developing additional embodiments of the invention, in the U.S., and 
promptly and diligently forwarding written descriptions of such additional embodiments to 
Memorial Sloan Kettering Cancer Center's attorney in the U.S., for the preparation and filing of 
the '982 application. 

6. Thus, the subject matter of the *982 and '645 applications was conceived by us in 
the U.S. prior to at least January 22, 1997, and was dihgently pursued by us until a reduction to 
practice was achieved on at least July 16, 1998 by the filing of said '982 application (if not 
earlier as described by the laboratory notebook entry). Accordingly, we are advised and 
therefore believe that this application is entitled to antedate U.S. Patent No. 6,008,258 within the 
purview of 37 C.RR. §1,131. And we respectfully request that US- Patent No. 6,008,258 be 
considered as antedated and as not available as prior art against the instant application. 

7. We further declare that all statements made herein of own knowledge are true and 
that all statements made on information and belief are believed to be true; and that these 
statements were made with the knowledge that willfid, false statements and the like so made are 
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punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of tlie United States 
Code, and that such willful, false statements may jeopardize the validity of the application or any 
patent issuing thereon. 



Date 



Date 




Yuri Kdesnikov, Ph.D. 



OFFICW 
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